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Military relevance

In many instances associated with training exercises and
combat situations, Army personnel are required to adhere to
arduous work schedules which often result in the disruption of
sleep, high stress levels, and fatigue. Such instances include
the rapid deployment of Army personnel across meridians, the
rapid transition from daytime to nighttime duty hours, and the
extension of duty hours in order to accomplish mission
objectives.

Often, it is difficult for military personnel to obtain
enough sleep, particularly when the timing of rest periods
becomes unpredictable. Rapidly crossing meridians or sudden
changes in sleep schedules (e.g., night operations) can result in
insomnia, disturbed mood, cognitive degradation, and reduced
alertness (Comperatore and Krueger, 1990). 1In order to prevent
sleep loss and its consequences during military deployments and
night operations, the Army research and medical community has
been exploring countermeasures. One alternative consists of the
use of short-acting kbenzodiazepines, a family of drugs known to
facilitate sleep, both in terms of onset time and duration.
Because of the side effects associated with benzodiazepine use,
the regulation of their administration to Army aviation personnel
requires precise knowledge of their impact on performance within
the operational context.

Background

Since Army aviation developed the necessary technology to
sustain operations around the clock, aviators often are required
to transition from daytime to nighttime duty within 24 hours,
without the benefit of an adaptation period. Often, the work
schedules used in night operations require the sleep period to
occur, partially and sometimes entirely, during daylight hours.
In these circumstances, physiological adjustment to the new
work/rest schedule is difficult, particularly when sleeping
quarters are located in a field setting. Environmental factors
such as noise and temperature may disrupt sleep and delay the
normal process of adaptation to the new work/rest schedule.
Similar problems are associated with rapid (within 24 hours)
troop deployment across time zones.

In order to alleviate some of the problems associated with
both nighttime work and transmeridian deployment, the Army
aviation community has developed guidelines to assist in the
adaptation to the new schedule. One proposal has been to use a
hypnotic to promote sleep during the normal physiological process
of adaptation to the new work/rest schedule. Two medications
recommendgd by the aviation medic%l community are temazepam
(Restoril’) and triazolam (Halcion).




An extensive literature review has revealed that research on
the properties and effects of benzodiazepines includes the fields
of cognition, psychomotor performance, sleep architecture,
pharmacology, circadian rhythms, neurology, and psychiatry.
However, studies focusing on the impact of benzodiazepine use on
human performance within the aviation envircnment are few. The
objective of this report is to review the issues, concerns,
advantages, and disadvantages associated with the current use of
temazepam and triazolam in the context of Army aviation.

Temazepam

Pharmacokinetics. Temazepam (3-hydroxydiazepam) is
considered an intermediate acting hypnotic with a half-life of
approximately 10 hours in the formulation marketed in the U.S.
(hard gelatin capsule). Its only known active metabolite is
oxazepam (Breimer, 1979; McElnay, Jones, and Alexander, 1982;
Nicholson and Stone, 1987). The formulation marketed in Europe,
a soft gelatin capsule, exhibits a shorter half-life of
approximately 5 to 8 hours (Fucella et al., 1977). The mean
delay to peak plasma concentration is approximately 1 hour for
the soft gelatin formulation. However, the formulation marketed
in the U.S. (hard gelatin capsule) increases the time of
absorption and the mean delay to peak plasma concentration (2.2
hours). In general, the intermediate elimination half-life of
temazepam and lack of active metabolites makes its use desirable
in aviation since pilots need not be grounded for more than 12
hours post-administration. Other hypnotics such as barbiturates
or over-the-counter sleeping aids require grounding periods of 72
hours and 24 hours respectively (Department of the Army, 1989).

Effects on sleep. Temazepam can be used for both induction
and maintenance of sleep, but its application and dose depend on
the formulation. The soft gelatin capsule marketed in Europe has
a characteristic brief absorption rate. 1In this case, a low dose
(10 to 20 mg) of temazepam is effective in the reduction of time
to sleep onset. On the other hand, the hard gelatin capsule
formulation marketed in the U.S. has a longer absorption rate and
is less efficient in the rapid induction of sleep (Nicholson and
Stone, 1986, 1987). This formulation tends to promote the use of
larger doses of temazepam, thus exacerbating associated side
effects. Small dosages of 15 mg of the hard capsule temazepan
formulation have not been shown to consistently improve sleep
onset .ime, probably due to the slow absorption rate of the
capsul ~ (Kales et al., 1986; Mitler et al., 1979; Roth et al.,
1979). Thus, the recommended clinical dosage of the hard capsule
formulation temazepam currently is 30 mg.

In general, the effect of temazepam (30 mg) on sleep
consists of improved sleep maintenance by reducing the number of



awakenings during the night. No reduction in sleep onset has
been documented consistently using the formulation available in
the United States. Temazepam has not been reported to disturb
significantly the normal architecture of sleep.

Effects on clrxcadian rhvthms. As is the case with other
tranquilizer and hypnotic drugs (e.g., triazolam and
loflazepate), temazepam has not been shown to reentrain
physiological rhythms such as those of body cove temperature, 6-
sulphatoxymelatonin, and cortisol (Donaldson and Kennaway, 1991;
Smolensky and Reinberg, 1990). Consequently, its value in terms
of amelioration of desynchronosis symptomatology resides in the
maintenance of sleep and the reduction of fatigue (Donaldson and
Kennaway, 1991).

. In general, the reports of severe side
effects involving the use of temazepam are low {(Regestein and
Reich, 1985; Rickels, 1982). Single doses of temazepam (30 mg)
were shown consistently to increase drowsiness and induce sleep
within 2 hours postadministration, while doses of 5 and 15 mg had
no discernible effects (Matejcek et al., 1983). Some studies
have shown impairment in both cognitive and motor performance
during morning tests after 30 mg nighttime administration of
temazepam (Nicholson, 1979; Roth et al., 1985). However, other
studies have not shown morning performance decrements after 30 ng
or less of temazepam (Hindmarch, 1979; Roehrs et al., 1986).
Anger and agitation also have been reported by insomnia patients
treated with daily doses of temazepam (30 mg) for short periods
(1 to 6 days) (Regestein and Reich, 1985). In a controlled study
using 55 outpatients with insomnia, reported side effects of
hangover, dizziness, nightmares, and constipation occurred with
approximately the same fregquency in both temazepam (30 mg) and
placebo. However, severe side effects, including depression,
lethargy, headache, irritability, and restlessness, were reported
eight times in the temazepam group and five times in the placebo
group (Heffron and Roth, 1979). 1In a 3-month study of temazepanm
(30 mg) and midazolam (15 mg) involving 175 patients with chronic
insomnia, 24.2 percent of patients receiving temazepam reported
side effects. The most frequently reported effects were
somnolence (N=5), headaches (N=7), dizziness (N=4), and amnesia
(N=3). These effects did not differ significantly from the
reports given by the midazolam group. One patient experienced a
severe headache and severe depression after taking temazepam for
6 nights, after which he was removed from the study (Allen et
al., 1987).

Tolerance. The issue of drug tolerance has been addressed
by several researchers. Studies have indicated both rapid
tolerance to temazepam (Kales et al., 1986) as well as no
tolerance for 5 to 7 weeks (Allen et al., 1987: Mitler et al.,
1379). The reason for such discrepancy may be in the dosages




used in these studies~~ Kales and assoclates used 15 ng of
temazepam while the other studies used 30 mg dosages.

Use in Army aviation. The use of temavepam (30 mg) by
aircrew is recommended for predeployment rest only and requires a

temporary grounding period of 12 hours postadministration.
Regulations require an initial evaluation of aircrews upon
introduction to the medication to ensure the aircrewmember is
free of significant side effects (Department of the Army, 1989).
puring Operation Desert Storm, temazepam was the second choice of
sleep medications. An initial test Jdose to determine adverse
reactions to the medication was required, followed by a grounding
period of 24 hours. After passing the test dose, temazepam (30
mg) could be administered cnce a day for no more than 7
consecutive days, with a grounding period of 8 hours post-
administration. Reascons for administering temazepam were to aid
in adjustment to sleep outside one's normal sleep period, or to
aid sleep during high intensity combat flight operations
(Department of the Arnmy, 1991). During both peacetime and
wartime, temazepam can be used only under the supervision of a
flight surgeon.

Triazolan

Pharmacokinetics. Triazolam is a benzodiazepine derivative
which exhibits a short parent drug half-life of approximately 5
hours. A major metabolite, alpha-hydroxytriazoclam, also is
rapidly eliminated. The pharmacokinetic properties of triazolam
have been shown to vary with the time of administration.
Triazolam (0.5 mg) administered at 2000 hours resulted in
significantly greater elimination times (half-life = 3.77 hours)
than administrations at 0700 hours (half-life = 2.94 hours),
while absorption rate was faster during daytime (mean = 13.3
minutes; standard error = 6.9) than during evening hours (mean =
21.9 minutes; standard error = 15.6). For review, see Reinberg,
Smolensky, and Labrecgus (1987).

Effects on sleep. The recommended clinical dose of
triazolam is 0.25 mg (0.125 mg for the elderly)., Studies using
both 0.25 mg and 0.5 mg dosages have shown improvement in sleep
onset and sleep maintenance, with fewer number of awakenings
after sleep onset (Goetzke, Findeisen, and Welbers, 1983; Johnson
et al., 1987; Ogura et al., 1980; Vogel et al., 1975). The
effexts on sleep architecture after short-term (up to 14 days)
use re increases in stage 2 sleep (.25 and 0.5 mg), increases in
the -atency of the first rapid eye movement (REM) period (0.5 mg
only), but no decrease in total percent REM for the night, and no
significant decrease in slow wave sleep (Kubicki et al., 1987;
Roth, Kramer, and Lutz, 1976). In contrast, intermediate-term
administration (up to 18 days) of 0.5 mg of triazolam has been
shown tc result in more changes in sleep architecture. Kales and




coworkers {1976 reported significant reductions of percent time
of REM sleep and stage 3 sleep, and corresponding increments in
percent time of stage 2 sleep.
i . Triazolam (0.5 and 0.25 ng)
has been shown to improve daytime sleep, with reduced sleep onset
time, decreased number of awakenings after sleep onset, and
increased total sleep time when compared to daytime sleep without
a sleeping aid (Balkin et al., 1988; Nicholson, Stone, and
Pascoe, 1980; Walsh et al., 1988; Walsh, Muehlbach, and
Schweitzer, 1984). Although sleep was improved during the day,
triazolam (0.5 and 0.25 mg) did not improve the ability of night
workers to adapt to the new schedule, nor was performance and
alertness improved during the normal circadian drop in these
measures (Balkin et al., 1989; Walsh, Muehlback, and Schweitzer,
1984; Walsh et al., 1988). One study by Walsh and associates
(1984) did note an improvement in subjective alertness when shift
workers were administered triazolam (0.5 mg) during the day.
They attributed this effect to a decrease in sleep deprivation
which normally occurs in daytime sleep. Triazolam has been shown
to improve sleep in terms of sleep onget and duration, but has
not been shown to resynchronize circadian rhythms (Office of
Technology Assessment, 1991; Rosa et al., 1990). Triazolam also
has been recommended for use in the amelioration of jet-lag
symptoms related to transmeridian translocations (Reinberg,
Smolensky, and Labrecque, 1987).

Side effects. Although one desirable characteristic of
triazolam is its short half-life (2 to 5 hours), there is
controversy associated with the use of triazolam due to adverse
side effects reported in the literature (Nicholson and Stone,
1987). Initial evaluation of triazolam indicated reports of side
effects ranging from 10 percent for hangover to less than 5
percent for headache, dizziness, dry mouth, and nervousness in
patients receiving 0.25 or 0.5 mg. Earlier reports from
investigators studying dosages of 1.0 mg reported hangover
effects approximately three times greater than those reported
with 0.5 mg dosages (Kroboth and Juhl, 1983).

Several studies investigating 0.25 and 0.5 mg dosages of
triazolam report side effects which include anxiety,
restlessness, impaired performance on the following day, and
sedation (Borbely et al., 1983; Cohn, 1984; Costa e Silva et al.,
1983; Gorenstein and Gentil, 1983; Leibowitz and Sunshine, 1978;
Morgan and Oswald, 1982). Performance decrements have been
documented up to 6.5 hours postdose, with baseline levels being
reached in 8 to 10 hours postdose (Balkin et al., 1988;
Bornstein, Watson, and Kaplan, 1985; Ogura et al., 1980; Roache
and Griffiths, 1985; Spinweber and Johnson, 1982). These
decrements usually are seen after 0.5 mg of triazolam, with few
decrements in performance reported after the 0.25 mg dose.




Borbely and associates (1983) found performance decrements on a
psychomotor test after administering the 0.5 mg dose of
triazolam, but did not find a significant decrement after the
0.25 mg dose. Gorenstein and Gentil (1983) found sedation and
performance effects up to 10 hours postdose with 0.5 mg
triazolam, but only up to 6 hours postdose with 0.25 mg. Johnson
and associates (1987) investigated the arousal threshold of 36
insomniac patients taking either 0.25 mg or 0.5 mg triazolam for
5 nights. Both doses of triazolam significantly increased the
reaction time to a smoke detector alarm on the first night, with
16 subjects failing to awaken at all and the slowest arousal seen
with 0.5 mg. However, some tolerance was seen by night 4, with
only 12 subjects failing to respond to the alarm. Most of these
subjects who failed to awaken to the alarm were in slow wave
sleep, but some subjects also failed tc respond when the alarm
was sounded during stage 1 or stage 2 sleep.

Another potential side effect reported in the literature is
rebound insomnia, a reduction in total sleep after
discontinuation of medication compared to baseline mean values.
This effect has been reported in association with triazolam (0.5
mg) use of at least 3 consecutive weeks (Adam, Oswald, and
Shapiro, 1984; Kales et al., 1976; Kales et al., 1979; Leibowitz
and sSunshine, 1978; Monti, 1981; Morgan, Adam, and Oswald, 1984).
Other studies using either 0.25 or 0.5 mg triazolam for shorter
periocds (7 nights or less) have not shown evidence of rebound
insomnia (Borbely et al., 1983; Spinweber and Johnson, 1982).

The most serious side effects have been anterograde amnesia
and mood changes. Several researchers have found that subjects
taking 0.5 mg triazolam have difficulty recalling significant
events which occurred during the night or performed poorly on
memory tasks given in the morning (Bixler et al., 1991; Roache
and Griffiths, 1985; Roth et al., 1980). Increased anxiety also
has been documented in patients taking 0.5 mg dosages (Kales et
al., 1983; Morgan et al., 1984; Morgan and Oswald, 1982). A
letter written by a physician in the Netherlands (van der Kroef,
1979) described side effects of depression, severe anxiety,
suicidal ideations, paranoia, hyperacousis, and paresthesias in
25 insomniac patients receiving triazolam. Responses to this
letter criticized the report for not stating the dosages of
triazolam administered, the interactions with other medicaticns,
or the underlying disorders of the patients (Barclay, 1979).
Regrrdless of the criticism, van der Kroef's letter prompted
fur: her research into the side effects of triazolam.

In summary, it appears that the side effects associated with
triazolam are minimal when the 0.25 mg dosage is used for a short
time (less than 3 weeks). However, sonme patients are still
sensitive to triazeolam, even at the lower dosage (Greenblatt et
al., 1991). Anterograde amnesia may occur with the 0.25 mg




dosage as well. In addition, clinical observations indicate that
patients tend to double or triple dosages of a medication
prescribed in fractions of a milligram more easily than drugs
prescribed in higher milligram dosages, so careful observation of
the patients receiving triazolam is required (Rickels, 1983).
Finally, the optimal action of triazolam is for a short period,
less than 3 weeks, with reduction of the beneficial effects and
elevation of the side effects in administrations for longer
periods (Gillin, 1991).

Tolerance. Triazolam (0.5 mg) is effective for inducing and
maintaining sleep with initial- and short-term drug use.
However, insomnia and drug tolerance have been reported in
association with long term administration {(e.g., 2 to 3 weeks) of
triazolam (Adam et al., 1984; Kales et al., 1976; Kales et al.,
1983; Monti, 1981). Triazolam (0.25 mg and 0.5 mg) appears to be
useful in clinical situations requiring short-term administration
(1 to 2 weeks), with no evidence of drug tolerance (Roth et al.,
1976: Vogel et al., 1975). For intermediate- and long-term use,
its clinical value is questionable due to side effects and
tolerance development.

Use_ in Army aviation. Triazolam currently is not
recommended as a sleeping aid during peacetime (Department of the
Army, 1989). However, triazolam (0.25 mg) recently was
recommended as the first line medication for Army personnel in
combat during Operation Desert Storm since its shorter half-life
would allow for more operational flexibility. As with temazepan,
before prescribing triazclam, an initial test dose was required
to determine any adverse reactions to the medication, with a
grounding period of 24 hours. Once this test dose was passed,
triazolam could be administered once a day, up to 7 consecutive
days, with a grounding period of 6 hours postadministration.
Recommended uses of this medication were to aid in adjustment to
sleep outside one's normal sleep period or to aid sleep during
high intensity combat flight operations, and only under the
supervision of a flight surgeon (Department of the Army, 1991).

Recommendatjons

The use of triazolam or temazepam during combat or training
situations by Army personnel needs further exploration before a
specific policy can be drafted and accepted. Both drugs have
relatively short half-lives and are effective in the improvement
of sleep quality. However, they may degrade cognitive
performance and physiological resources, in some instances even
10 to 12 hours postadministration. The impact of side effects of
temazepam and triazolam on performance are expected to be minimal
during short-term use and when a considerable time (approximately
10-12 hours) separates the time of drug administration and the
onset of the work period. O0Official recommendations on the use of




triazolam and temazepam require careful consideration of
contextual variables such as mission demands, field conditions,
available medical supervision, dose response, expected time of
administration, circadian changes in pharmacokinetic
characteristics, and expected duration of treatment.

In training and combat, emergency situations are likely to
occur requiring personnel to awaken from a drug-induced sleep and
carry out emergency procedures. Under these circumstances, any
drug which increases the time required to awaken or causes memory
or psychomotor impairment postadministration will compromise
safety. Consequently, in the context of Army aviation, the
proper assessment of the utility of either temazepam or triazolan
requires, at a minimum, operationally relevant studies
characterizing the ability of aviators to awaken from a drug-
induced sleep and perform duties safely and efficiently.

Although insufficient data currently are available to make
definitive recommendations regarding the use of hypnotics in the
Army aviation population, we recognize that flight surgeons are
frequently required to make decisions relating to hypnotic use
under specific operational settings. The clinical decision of
which hypnotic to select should center con considerations of
efficacy, potential side effects, and, in certain cases, duration
of action. As has been noted, both temazepam and triazolam are
effective hypnotics. Triazolam has a significantly shorter half-
life than temazepam which may be the overriding consideration
under circumstances when it is essential that flight crews not be
restricted more than 8 hours. However, there is an increasing
body of evidence suggesting that triazolam may induce anterograde
amnesia or personality changes in some patients, even at the 0.25
ng dose level. Considering the potentially hazardous results of
either of these side effects on aviation personnel, it is advised
strongly that patients receiving triazolam be carefully monitored
and restricted from flight duties if either side effect is
suspected.

The issues presented here are considered to be limited, and
not an exhaustive treatment of the possible problems and/or
benefits associated with the use of either temazepam or
triazolam. More research has been conducted on the effects of
triazolam than on the effects of temazepam, leaving comparisons
of the two medications inadequate. Currently, the lack of
precise information relevant to the issues and concerns presented
her: limits the effectiveness with which the Army aviation
comm. nity may use these drugs in the amelioration of fatigue and
performance degradation. Future research into the effects of
these medications on flight performance is needed, including
comparisons of the effects of triazolam and temazepam on flight
performance, and assessments of the ability of a pilot to awaken
from a drug-induced sleep and perform flight duties. 1Im




addition, an investigation into the ability of the U.S. Army to
obtain the European formulation of temazepam may offer a
practical alternative to triazolam and temazepam in the hard
capsule.

11




References

Adam, XK., Oswald, I., and Shapiro, C. 1984. Effects of
loprazolam and of triazolam on sleep and overnight urinary

cortisol. Psychopharmacelogy. 82: 389-394.

Allen, R.P., Mendels, J., Nevinsg, D.B., Chernik, D.A., and
Hoddes, E. 1987. Efficacy without tolerance or rebound
insomnia for midazolam and temazepam after use for one to

three months. Journal of clinical pharmacology. 27: 768~
775.

Balkin, T.J., O'Donnell, V.M., Kamimori, G.H., Redmond, D.P., and
Belenky, G. 1989. Administration of triazolam prior to
recovery sleep: Effects on sleep architecture, subsequent

alertness and performance. Psychopharmacology. 99: 526-
531.

Balkin, T.J., O'Donnell, V.M., Kamimori, G.H., Simon, L.M.,
Andrade, J.R., Redmond, D.P., and Belenky, G. 1988.
Efficacy and safety of triazolam for deployment operations.

Army Scjence Conference Proceedinds. 1: 69~81.

Barclay, W. R. 1979, Behavioural reactions to triazolam. The
Lancet. 1018.

Bixler, E.O., Kales, A., Manfredi, R.L., Vgontzas, A.N., Tyson,
K.L, and Kales, J.D. 1991. Next-~day memory impairment with
triazolam use. The lancet. 337: 827-831.

Borbely, A.A., Loepfe, M., Mattmann, P., and Tobler, I. 1983.
Midazolam and triazolam: Hypnotic action and residual
effects after a single bedtime dose. pDrug research.
33(II): 1500-1502.

Bornstein, R.A., Watson, G.D., and Karlan, M.J. 1985. Effects
of flurazepam and triazolam on n :uropsychological
performance. c u o s . 60: 47-52,

Breimer, D.D. 1979. Pharmacckinetics and metabolism of various

benzodlazeplnes used as hypnotics. British journal of
c ca ol . 8: 78-13S.

Cohn, J.B. 1984. Double-blind crossover comparison of triazolam
ind lorazepam in the posthypnotic state. Journal of
:linical psychjatxry. 45: 104-107.

Comperatore, C.A., and Krueger, G.P. 1990. Circadian rhythm
desynchronosis, jet lag, shift lag, and coping strategies.

In: Scott, J.S. (ed.) Qggm_igng.lm State of the
art reviews S(2): 322~341.

12




Costa e Silva, J.A., Acioli, €., Naylor, C., Jones da Silva, C.,
and Ferreira, J. 1983, Midazolam and triazolam in out-
patients: A double-blind comparison of hypnotic efficacy.
British journal of clinical pharmacology. 16: 1795-183S.

Department of the Army. 1989, Memorandum for: All flight
surgeons, Subject: APL 9-89 Medications.

Department of the Army. 1991. Memorandum for: All flight
surgeons, Subject: APL 10-91 Sustained combat operations
policy.

Donaldson, E., and Kennaway, D.J. 1591, Effects of temazepam on
sleep, performance, and rhythmic é-sulphatoxymelatonin and
cortisol excretion after transmeridian travel. Aviatijion,

space, and environmental medicine. 62: 654-660.

Fucella, L., Bolcioni, G., Tamassia, V., Ferrario, L., and
Tognoni, G. 1977. Human pharmacokinetics and
bioavallability of temazepam admlnlstered in soft gelatin
capsules. opeat Al )

383-386.

Gillin, J.C. 1991. The long and the short of sleeping pills.
The New England journal of medicine. 324: 1735-1737.

Goetzke, E., Findeisen, P., and Welbers, I.B. 1983. Comparative
study on the efficacy of and the tolerance to the
triazolodiazepines, triazolam and brotizolam. British
journal of clinjcal pharmacoloay. 16: 407S-412S.

Gorenstein, C., and Gentil, V. 1983. Residual and acute eff<cts
of flurazepam and triazolam in normal subjects.

Psychopharmacology. 80: 376-379.

Greenblatt, D.J., Harmatz, J.S., Shapiro, L., Engelhardt, N.,
Gouthro, T.A., and Shader, R.I. 1991, Sensitivity to

triazolam in the elderly. The New England journal of
medicine. 324: 1691-1698.

Heffron, W.A., and Roth, P. 1979. Double~blind evaluation of
the safety and hypnotic efficacy of temazepam in insomniac

outpatients. PBrjtish journal of clinjcal pharmacolodgy. 8:
635-728.

Hindmarch, I. 1979. Effects of hypnotic and sleep-inducing
drugs on objective assessments of human psychomotor
performance and subjective appraisals of sleep and early
morning behavior. ritish jcur () C 1 .
8: 435-46S.




Johnson, L.C., Spinweber, C.L., Webb, S.C., and Muzet, A.G.
1987. Dose lrvel effects of triazolam on sleep and response

to a smoke <dutector alarm. Psvchopharmacelogy. 91: 397-
402,

Kales, A., Bixler, E.O., Soldatos, C.R., Vela-Bueno, A., Jacoby,
J.A., and Kales, J.D, 1986. Quazepam and temazepam:
Effacte of short-and intermediate-term use and withdrawal.
¢linical pharmacolodgy and theraveuticgs. 39: 345-352.

Kales, A., Kales, J., Bixler, E., Scharf, M., and Russek, E.
1976. Hypnotic efficacy of triazolam: Sleep laboratory
evaluation of intermediate~term effectiveness. Journal of
clinical pharmacology. 16: 399-406.

Kales, A., Scharf, M.B., Kales, J.D., and Soldatos, C.R. 1979.
Rebound insomnia: A potential hazard following withdrawal of

certain benzodiazepines. Journal of the Amerjcan medical
association. 241: 1692-1695.

Kales, A., Soldatos, C.R., Bixler, E.0., and Kales, J.D. 1983.
Early morning insomnia with rapidly eliminated
benzodiazepines. Science. 220; 95-97.

Kroboth, P.D., and Juhl, R.P. 1983. Triazeclam (Halcion, The

Upjochn Company) . D:ug_Ln_ﬂll;ggnsg_anﬂ_gl;n;salnghéxmegz
17: 495-500.

Leibowitz, M., and Sunshine, A. 1978. Long~term hypnotic
efficacy and safety of triazolam and flurazepam. Journal of
¢linical pharmacology. 18: 302-309.

McElnay, J.C., Jones, M.E., and Alexander, B. 1982. Temazepam
(Restoril, Sandoz Pharmaceuticals). intellige a

clinjcal pharmacy. 16: 650-656.

Matejcek, M., Neff, G., Abt, K., and Wehrli, W. 1983. Pharmaco-
EEG and psychometric study of the effect of single doses of

temazepam and nitrazepam. Neuropsychobiology. 9: 52-65.

Mitler, M.M, Carskadon, M.A., Phillips, R.L., Sterling, W.R.,
zarcone, V. P,, Jr., Spiegels, R., Guilleminault, C., and
Dement, W.C. 1979. Hypnotic efficacy of temazepam' A

ong-term sleep laboratory evaluation. PBritish jourpal of
~linical pharmacoloqgy. 8: 63S-68S.

Monti, J. 1981, Sleep laboratory and clinical studies of the
effects of triazolam, flunitrazepam and flurazepam in
insomniac patients. tho and findings experi

¢linjcal pharmacology. 3(5): 303-326.




Morgan, K., Adam, K., and Oswald, I. 1984, Effects of
loprazolam and of triazolam on psychological functions.

Psychopharmacology. 82: 386-388.

Morgan, K., and Oswald, I. 1982. Anxiety caused by a short-life
hypnotic. British medical journal. 284: 942.

Nichelson, A.N. 1979. Performance studies with diazepam and its

hydroxylated metabolites. British journal of clinjcal
pharmacology. 8: 39S-42S.

Nicholson, A., and Stone, B. 1986. Hypnotics and transient

insomnia. Agta psychiatry. Scandinavian-Supplement.
332(74): 55-59.

Nicholson, A., and Stone, B. 1987. Sleep and wakefulness:

Handbook for flight medical officers. AGARDograph No 270(E)
[a ;E:'!' ]'
Nicholson, A.N., Stone, B.M., and Pascoe, P.A. 1980. Efficacy

of some benzodiazepines for day-time sleep. British ijournal
of clinical pharmacology. 10: 459-463.

Office of Technology Assessment. 1991. Biological rhythms:
Implications for the worker. OTA-BA~-463. Washington, DC:
U.S. Government Printing Office.

Ogura, C., Nakazawa, K,, Majima, K., Nakamura, K., Ueda, H.,
Umezawa, Y., and Wardell, W.M. 1980. Residual effects of
hypnetics: Triazolam, flurazepam, and nitrazepam.

Psychopharmacology. 68: 61-65.

Regestein, Q.R., and Reich, P. 1985. Agitation observed during

treatment with newer hypnotxc drugs. Jeurnal of clinjcal
psychiatry. 46: 280-283,

Reinberg, A., Smolensky, M., and Labrecque, G. 1987. The
hunting of a wonder pill for resetting all biological

clocks. Annual review of chronopharmacology. 4: 171-208.

Rickels, K. 1983. Clinical trials of hypnotics. Journal of
clinical psychopharmacelogy. 3: 133-139,

Roache, J.D., and Griffiths, R.R. 1985. Comparison of triazolam
and pentobarbital: Performance impairment, subjective
effects and abuse liability.

and experimental therapeutjcs. 234: 120-133.

15



Roehrs, T., Kribbs, N., Zorick, F., and Roth, T. 1986. Hypnotic
residual effects of benzodiazepines with repeated
administration. Sleep. 9: 309-316.

Rosa, R., Bonnet, M., Bootzin, R., Eastman, ¢., Monk, T., Penn,
P., Tepas, D., and ¥Walsh, J. 1990. Intervention factors
for promoting adjustment to nightwork and shiftwork. In:
Scott, J.8. (ed.) Oc¢cupational medjcine: State of the art
reviews. 5(2): 391-413.

Roth, T., Kramer, M., and Lutz, T. 1976. Intermediate use of
triazolam: A sleep laboratory study. Journal of
international medical research. 4: 59-63.

Roth, T., Hartse, K.M., Saab, P.G., Piccione, P.M., and Kranmer,
M. 1980. The effects of flurazepam, lorazepam, and

triazolam on sleep and memory. Psychopharmacology. 70:
231-237.

Roth, T., Hauri, P., Zorick, F., Sateia, M., Roehrs, T., and
Kipp, J. 1985. The effects of midazolam and temazepam on
sleep and performance when administered in the middle of the
night. o) s ogy. 5: 66-69.

Roth, T., Piccione, P., Salis, P., Kramer, M., and Kaffeman, M.
1979. Effects of temazepam, flurazepam, and quinalbarbitone
on sleep: Psychomotor and cognitive function. British
dournal of c¢linical pharmacology. 8: 475-54S.

Smolensky, M.H., and Reinberg, A. 1990. Clinical chroncbiology:
relevance and applications to the practice of occupational

medicine. In: Scott, J.S. (ed.) Qc¢ccupational medicine:
tate of ¢t t vi . 5(2): 239-272.

Spinweber, C.L., and Johnson, L.C. 1982. Effects of triazolam
(0.5 mg) on sleep, performance, memory, and arousal

threshold. Psychopharmacology. 76: 5-12.

St. Kubicki, Herrmann, W., Holler, I., and Haag, C. 1987. On
the distribution of REM and NREM sleep under two
benzodiazepines with comparable receptor affinity but

different kinetic properties. Pharmacopsychiatry. 20:
270-277.

van de Kroef, C. 1979. Reactions to triazolam. The Lancet.
2: 526.

Vogel, G., Thurmond, A., Gibbons, P., Ecwards, K., Sloan, K.B.,
and Sexton, K. 1975. The effect ¢{ triazolam on the sleep

of insomniacs. Pgychopharmacclegia. 41: 65-639.




Walsh, J.K., Muehlbach, M.J., and Schweitzer, P.K. 1984. Acute
administration of triazolam for the daytime sleep of
rotating shift workers. §Sleep. 7: 223-229.

Walsh, J.K., Sugerman, J.L., Muehlbach, M.J., and Schweitzer,
P.K. 1988. Physiological sleep tendency on a simulated

night shift: Adaptation and effects of triazolam. Sleep.
11: 251-264.

17




Appendix A

Pharmacokinectics

Half~life:

Active metabolite

Peak plasma concentration
Dosage:

Onset of action:

Restoril
9.% - 12.5 h

oxazepam

2-3h
30 mg
25 - 27 m
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Halcion
1.5 -5 h

alpha-
hydroxytriazolam

1.3 h
0.25 mg

15 - 30 m
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